Cholesterol and apolipoprotein D (apo D) concentrations were measured in cyst fluidsand sera from 66 women with gross cystic disease of the breast. Intracystic cholesterol concentrationsare about twofold greater than those found in serum, whereas apo D, the major cyst fluid protein, is present in concentrations as much as 1000-fold greater than found in serum. We classified the cyst fluids into two groups by K/Na ratio and albumin concentration and measured intracysticcholesteroland apo 0 concentrations in each group. Type I cysts had an average content of cholesterol (12.7 mmol/L) moderately lower than that in Type II cysts (17.6 mmol/L). By contrast, the average concentrationof apo D in Type I cyst fluids (15.1 g/L) was slightly higher than that in Type II cysts (13.7 gIL). The absence of a correlation between cholesterol concentration and ape 0 concentrationand the resultsfrom previous bindinganalysis suggest that this protein is not involved in the accumulation of cholesterol in breast-cystfluid.
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Gross cystic disease of the breast is a common condition affecting -7% of adult women and is characterized by the presence of cysts >3 mm in diameter (1). Although mamnlrny cysts cannot be considered premalignant lesions, several studies indicated that women with gross cystic disease of the breast develop breast cancer at about two-to fourfold the normal expected frequency (2) (3) (4) . This fact has focused the attention of several groups on the possible relationship between specific substances in cyst fluid and the development of breast carcinoma.
Concentrations of a wide variety of substances, e.g., electrolytes (5), hormones (6, 7) , and protein components (8,9), have been reported. On the basis of these analyses, cysts have been grouped into two types: Type I, with a high K/Na ratio, a large concentration of androgen conjugates, and lined with apocrine epithelium; and Type II, with a low KVNa ratio, a large albumin content, and lined with flattened epithelium (10) (11) (12) (13) (14) (15) (16) (17) .
Analysis for protein components of the cyst fluid revealed the existence of several proteinsthat are secreted by epithelial cells of the cyst walls, with gross cystic disease fluid protein being the major component in all fluids (8 To evaluate whether these greatervalues of intracystic cholesterol could result from increased cholesterol concentrations in the serum of women with gross cystic disease of the breast, we examined the cholesterol concentration in serum from all women studied here. Serum cholesterol concentrations were not significantly different for Types I and II cysts (Figure 1) (Figure 2) . However, we did not detect any significant variation between the two types of cyst fluids classified by albumin concentration and K/Na ratio, and there was no correlation between intracystic ape D concentrations and cholesterol concentrations (by least-squares method, r = 0.09; Figure 3) .
Similarly, determination of ape D concentration in serum samples from these patients did not show significant differences between groups: values (6.4-15 mg/L) were -1000-fold lower than the values for breast fluid. However, the average content of ape D in serum samples from patients with Type I cysts (13.3 mg/L) and with Type U cysts (12.9 ing/L) did not significantly differ from the concentrations of ape D in serum samples from control women (average 12.8 mg/L). The intracystic accumulation of cholesterol reported here may also play a role in the natural history of the gross cystic disease of the breast as well as in the increased risk of these women for developing breast cancer.
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